The effect of compounds 3a-i, 5a-e and 8a-k on seizures induced by MES in mice a S9 3.
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C NMR spectrum of tetrahydropyrimidine 8c S13 Diethyl 1, 3-dibenzyl-1,2,3,6-tetrahydropyrimidine-4,5-dicarboxylate (3b) Viscous yellow liquid; IR (neat) νmax: 3350, 2979, 1731, 1684, 1585, 1448, 1366, 1279, 1261, 1111, 1036, 1042, 745 cm -1 ; 1 H NMR (500 MHz, CDCl3): δ 1.22 (t, 3H, J = 7.6 Hz), 1.30 (t, 3H, J = 6.8 Hz), 3.57 (s, 2H), 3.61 (s, 2H), 3.83 (s, 2H) , 4.12 (q, 2H, J = 6.8 Hz,), 4.17 (s, 2H), 4.35 (q, 2H, J = 7.6 Hz), 7.16-7.31 (m, 10H); 13 C NMR (125 MHz, CDCl3): δ 13. 9, 14.5, 48.6, 54.1, 57.1, 59.7, 62.1, 66.1, 92.5, 127.3, 128.0, 128.1, 128.3, 128.4, 128.7, 136.4, 138.1, 148.2, 165.2, 166.4 .; MS: m/z = 409 (M + +1) + . Anal. Calcd for C24H28N2O4: C, 70.57; H, 6.91; N, 6.86%. Found: C, 70.62; H, 6.95; N, 6.78%. Dimethyl 1, 2, 3, Viscous yellowish liquid; IR (neat) νmax: 2982, 1741, 1694, 1631, 1585, 1372, 1284, 1110, 1031, 765 53.0, 54.3, 57.0, 66.0, 92.0, 127.4, 128.0, 128.3, 128.4, 128.8(2C), 136.2, 138.0, 148.2, 165.7, 167 .; MS: m/z = 381 (M + +1). Anal. Calcd for C, 69.46; H, 6.36; N, 7.36%. Found: C, 69.51; H, 6.28; N, 7.43%. Diethyl 1, 2, 3, 5, 14.3, 48.7, 60.4, 61.6, 68.8, 112.0, 122.7, 124.9, 127.1, 127.6, 127.9, 128.6, 129.5, 129.9, 130.2, 130.7, 140.3, 145.7, 146.7, 163.4, 165.6 6, 52.6, 68.8, 100.5, 117.8, 121.2, 124.9, 126.5, 129.3, 143.6, 146.6, 148.2, 164.6, 166 Diethyl 1, 2, 3, 
Experimental procedure for the synthesis of 1,3-unsymmetrically substituted tetrahydropyrimidines 5a-e:
The grinding beakers (45 mL; agate) were equipped with 6 milling balls of the same material (d = 15 mm). Alkyl but-2-ynedioate 1 (1 mmoL), amine 2 (1 mmoL), NaAuCl4.2H2O (1 mol%) were added in the given order and ball-milled quickly for 1 min at 400 rpm. Then to this mixture was added another amine 2 (1 mmoL) and formaldehyde (2 mmoL) and ball-milled for 5 min at 400 rpm. The residue was dissolved in ethyl acetate (20 mL) and extracted with water (3 X 15 mL). The organic layer was dried over anhydrous Na2SO4 and the solvent was removed under reduced pressure to give the crude product, which was purified by flash column chromatography using ethyl acetate: petroleum ether (10:90) as elutent to afford tetrahydropyrimidines 5a-e.
Diethyl 1 -benzyl-3-phenyl-1,2,3,6-tetrahydropyrimidine-4,5-dicarboxylate (5a) Viscous yellow liquid; IR (neat) νmax: 2926, 2851, 1741, 1694, 1586, 1496, 1253, 1107, 1056, 761, 699 .cm -1 ; 1 H NMR (500 MHz, CDCl3): δ 1.02 (t, 3H, J = 6.9 Hz), 1.22 (t, 3H, J = 7.6 Hz), 3.71(s, 2H), 3.81(s, 2H), 4.05 (q, 2H, J = 6.9 Hz,), 4.13 (q, 2H, J = 7.6 Hz), 4.33 (s, 2H), 7.12-7.32 (m, 10H); 13 C NMR (125 MHz, CDCl3): δ 13. 6, 14.4, 49.1, 56.8, 60.0, 61.6, 69.7, 98.0, 125.2, 126.2, 127.4, 128.4, 129.0, 129.2, 137.9, 143.9, 145.8, 164.2, 166.3 14.5, 46.5, 54.3, 60.0, 62.1, 65.4, 95.5, 117.7, 121.0, 127.9, 128.0, 128.8,129.3, 136.1, 148.4, 148.8, 165.0, 165.8 6,14.3, 48.9, 60.3, 61.7, 69.1, 100.0, 122.6, 124.9, 125.4, 126.4, 127.7, 128.7, 129.1, 130.7, 143.3, 145.9, 146.8, 163.9, 165.7 6,14.4, 47.6, 60.3, 61.6, 68.7, 100.8, 117.7, 121.1, 125.3, 125.4, 126.4, 126.5, 129.2, 129.3, 143.7, 146.5, 148.3, 164.0, 165.7 
Experimental procedure for the synthesis of 5-oxo-octahydroquinazolines 8a-k:
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The grinding beakers (45 mL; agate) were equipped with 6 milling balls of the same material (d = 15 mm).
Dimedone 6 (1 mmoL), amine 2a (1 moL) and NaAuCl4.2H2O (1 mol%) was ball-milled for 30 min at 400 rpm.
Then to this mixture was added amine 2a (1 mmoL) and formaldehyde (2 mmoL) and ball-milled for further 30 min at 400 rpm. Afterwards, the residue was dissolved in ethyl acetate (20 mL) and extracted with water (3 X 15 mL). The organic layer was dried over anhydrous Na2SO4 and the solvent was removed under reduced pressure to give crude product, which was purified by flash column chromatography using ethyl acetate/petroleum ether (20:80) as elutent to obtain 5-oxo-octahydroquinazolines 8a-k. 7-dimethyl-1,3-diphenyl-1,2,3,4,7,8-hexahydroquinazolin-5 3-(4-bromophenyl)-7,7-dimethyl-1-phenyl-1,2,3,4,7,8-hexahydroquinazolin-5(6H) 4, 32.7, 41.1, 45.5, 50.0, 69.9, 104.5, 113.1, 119.4, 127.3, 127.6, 129.9, 132.1, 142.6, 147.5, 157.4, 194 C22H23BrN2O: C, 64.24; H, 5.64; N 6.81%; Found: C, 64.32; H, 5.61; N, 2, 3, 4, 7, 4, 32.7, 41.1, 46.0, 50.1, 55.5, 71.4, 104.5, 114.5, 119.7, 127.4, 127.5, 129.7, 142.3, 142.8, 154.3, 157.5, 194 -(2,4-dimethylphenyl)-7,7-dimethyl-1-phenyl-1,2,3,4,7,8-hexahydroquinazolin-5(6H) 20.7, 28.5, 32.7, 41.3, 47.6, 50.2, 71.2, 105.9, 117 120.4, 127.0, 127.2, 127.3, 129.7, 122.0, 133.2, 143.4,146.1, 157.3, 194.0 3-(2-methoxyphenyl)-7,7-dimethyl-1-phenyl-1,2,3,4,7,8-hexahydroquinazolin-5(6H) Found: C, 76.14; H, 7.28; N, 2, 3, 4, 7, 
7,

(6H)-one (8f)
Yellow viscous oil; IR (neat) νmax: 3071, 2957, 2350, 1659, 1569, 1505, 1484, 1422, 1394, 1289, 1209, 1039, 750 , 698 cm 5, 32.6, 41.1, 47.3, 50.1, 70.2, 104.9, 122.0, 124.5, 127.3, 127.4, 127.6, 128.2, 129.7,130.8, 142.6, 146.0, 157.4, 194 C22H23ClN2O: C, 72.02; H, 6.32; N 7.73%; Found: C, 71.4; H, 6.26; N, 2, 3, 4, 7, 
(6H)-one (8g)
Yellow viscous oil; IR (neat) νmax: 3058, 2956, 1674, 1571, 1482, 1392, 1293, 1209, 1038, 821, 699 5, 32.6, 41.6, 47.3, 50.1, 70.0, 104.7, 127.2, 127.5, 127.6, 128.9 (2C), 130.5, 142.4, 144.9, 157.4, 194.0 -benzyl-7,7-dimethyl-1-phenyl-1,2,3,4,7,8-hexahydroquinazolin-5(6H) 103.5, 127.2, 127.3, 127.4, 128.5, 129.0, 129.7, 137.9, 142.9, 156.4, 194.5 3-(tert-butyl)-7,7-dimethyl-1-phenyl-1,2,3,4,7,8-hexahydroquinazolin-5(6H) 1,3-bis(4-bromophenyl)-7,7-dimethyl-1,2,3,4,7,8-hexahydroquinazolin-5 
(6H)-one (8j)
Yellow viscous oil; IR(neat) νmax: 3055, 2949, 2882, 2238, 1655, 1573, 1403, 1287, 1209, 1080, 918, 825 3, 32.8, 41.1, 45.5, 50.0, 69.9, 105.4, 113.2, 119.3, 121.2, 128.8, 132.2, 133.0, 141.7, 147.4, 156.9, 194.4 N 5.71%; Found: C, 53.76; H, 4.59; N, 5.87%. 1, 2, 3, 4, 7, 
(6H)-one (8k)
Yellow viscous oil; IR (neat) νmax: 3049, 2953, 1647, 1566, 1510, 1397, 1282, 1257, 1035, 833, 732 4, 32.5, 41.0, 45.8, 49.9, 55.5(2C), 71.6, 103.7, 114.4, 114.8, 119.6, 128.6, 135.3, 142.3, 154.3, 158.2, 158.9, 193 
